The role of the protease cathepsin A for the progression of left ventricular remote remodeling and atrial cardiomyopathy in ischemic cardiomyopathy is unknown. 
In rats with ventricular ischemia and Cardiac ECM remodeling is characterized by changes in collagen composition, which contributes to interstitial fibrosis formation and impaired electrical and functional properties of the myocardium (14-16).
The balance between ECM synthesis and degradation is of crucial relevance in maintaining cardiac structural integrity and is regulated by proteolysis as a key mechanism to control ECM function and turnover (16, 17) . A set of proteolytic enzymes, including cathepsins, degrade ECM components and target a broad range of intracellular and extracellular proteins.
Cysteine proteases such as cathepsin B, K, L, and S Ventricular I/R was performed as previously described (22, 23) . Briefly, 60 male Wistar rats were anesthetized with 5% isoflurane in 95% oxygen fol- Figure S1 ).
R a t s w i t h v e n t r i c u l a r I / R . Given the late increase in
CatA expression in the remote LV and LA myocardium at 8 weeks in PL-rats, we investigated the regulation of Infarct size, determined at the midventricular level, was comparable between I/R-Placebo rats (15.1 AE 1.6%
fibrotic wall surface/total wall surface), I/R-SAR (14.4 AE 1.9% fibrotic wall surface/total wall surface), and I/RRamipril (15.6 AE 1.5% fibrotic wall surface/total wall surface) rats (Supplemental Figure S2 ). Hohl et al. Figures 2C and 2D) . Thinning of the infarcted myocardial wall was partially prevented by ramipril 
EF, % 59. Values are mean AE SEM. *p < 0.05. †p < 0.01 vs. I/R-Placebo.
LA ¼ left atrial; other abbreviations as in Table 1 . Hohl et al.
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Cathepsin A Mediates Atrial Cardiomyopathy We showed that this antiremodeling effect occurred not only in the ventricular infarct area and noninfarcted remote myocardium but also in the atrium. Inhibition of CatA activity hampered LA fibrosis formation and reduced gene expression of fibrillary collagen types I and III, which are known to be dysregulated in cardiac disease (14, 30, 31) . In the heart, the predominant fibrillary collagens are the rigid type I (80%) and the elastic type III (11%), providing structure and elasticity to the ECM (14,31).
The extent of this remodeling process is controlled by the balance between ECM synthesis and degradation, which is tightly regulated by proteolytic enzymes (e.g., cathepsins) as a key mechanism to control ECM function and turnover (16, 17) . Increased fibrosis formation directly influences architecture of the interstitial matrix, cell-to-cell coupling, cardiomyocyte excitability, and Cx43 distribution, impairing proper electrical conduction of the myocardium (15, 32) . In our rat model, I/R-Placebo rats exhibited increased atrial fibrosis formation and a higher collagen type I to type III ratio, providing the substrate for stiffer, less compliant atria. Attenuation of increased atrial fibrosis for the assessment of remote remodeling to guide AF upstream therapy warrant further study (36) .
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